Abstract: This work focuses on the effects of gamma-ray irradiation conditions on the stimuli-responsiveness of silicone rubber (SR) substrates grafted with N-vinylcaprolactam (NVCL) and N-vinylimidazole (NVIM), modified by the simultaneously polymerization and grafting method, which is expected to result in valuable new applications in the near future. The modification of silicone rubber was carried out via γ-ray radiation in order to graft a binary copolymer, poly(N-vinylimidazole-co-N-vinylcaprolactam), by the pre-irradiation method, to obtain pH-and thermo-responsive materials. The grafting yield was found to be directly proportional to the dose and monomers concentration. The biomaterials were characterized by using Fourier-transform infrared attenuated total reflection (FTIR-ATR), differential scanning calorimetry (DSC), thermogravimetric analysis (TGA), and swelling; and their stimuli behavior was evaluated by lower critical solution temperature (LCST) and pH critical studies.
the temperature and/or pH [21] . In accordance with Ferraz et al. (2014) , among water soluble polymers with lower critical solution temperature (LCST), poly(N-vinylcaprolactam) (PNVCL) stands out based on the fact that it is not only ionic, water-soluble, nontoxic and thermos-sensitive, but also biocompatible [22] . The biocompatibility of PVCL is attributed to the fact that the amide group in PVCL is directly bounded to the hydrophobic backbone, thus its hydrolysis will not result in the production of cytotoxic small amide compounds [23] . Additionally, PVCL shows a dissolution/precipitation transition in water at temperatures close to physiological temperatures (30-40 °C), which opens perspectives for applications in biochemistry and medicine [24] .
Polymerization via γ-ray radiation offers many advantages over conventional methods, principally because is not necessary to add catalysts or additives to initiate the reaction [25] . The aim of this work is to determinate the appropriate conditions for the synthesis of the binary graft copolymer (SR-g-NVIM-co-NVCL) via γ-ray radiation. Surface functionalization with stimulus-responsiveness is being evaluated for the preparation of drug eluting medical devices, with promising results that drug-eluting coatings could be useful to fight this problem. The bioactive compounds can chemically interact through reversible bonds with the modified surfaces, becoming trapped in a three-dimensional polymer network from which they can be released in a controlled way by certain physiological variables, such temperature or pH [26] .
Experimental

Materials
Silicone rubber was obtained from Goodfellow (Huntingdon, UK), washed with ethanol for 24 h and then dried under reduced pressure. N-vinylcaprolactam and N-vinylimidazole were from Sigma Aldrich (St. Louis MO, USA) and distilled under reduced pressure before use. Toluene was from J.T. Baker (Mexico). Distilled water was used for all experiments.
Synthesis of SR-g-(NVIM-co-NVCL)
The synthesis of SR-g-(NVIM-co-NVCL) was carried out by the direct irradiation method using a 60 Co γ-ray source. Silicon films (1 cm × 2.5 cm; 1 mm thickness) were washed 3 times with ethanol and then vacuum dried. Afterwards, glass ampoules were prepared containing a silicon film with a solution of either a 50% monomer concentration in toluene at different ratios of NVCL/NVIM (50/50 and 70/30 vol%), or 100% NVCL/NVIM in a 50/50 vol%. The synthetic conditions employed for the synthesis of the SR-g-(NVIM-co-NVCL) are shown in Table 1 . The ampoules were sealed off after degassing by a repeated freeze/thaw process, and then irradiated with doses varying from 5 to 60 kGy and a 9.3 kGy h −1 intensity. In order to know the effect of the concentration of these monomers on the grafting yield, different monomer concentrations were used between 10 and 0 vol% in toluene; ampoules were degassed for this analysis as mentioned above and irradiated at 50 kGy. The grafted films were washed with methanol in order to remove the homopolymer formed and residual monomers. Finally, the samples were vacuum dried and the grafting yield was calculated as follows [27] ,
where Wo and Wg are the initial and grafted weight of the films, respectively. 
Characterization
The physicochemical properties where determined by FTIR-ATR (attenuated total reflection) spectra and recorded using a Perkin-Elmer Spectrum 100 spectrometer (Perkin Elmer Cetus Instruments, Norwalk, CT, USA). The decomposition temperature was determined under a nitrogen atmosphere using a TGA Q50 (TA Instruments, New Castle, DE, USA) from 25 to 800 °C at 10 °C min . For determination of equilibrium water uptake, weighed pieces of graft copolymers were immersed in distilled water for various periods of time. The swelling percentages were determined as follows:
where Ws and Wd are weights of the swollen and initial films, respectively. The lower critical solution temperature (LCST) was determined by measuring the film's swelling degree in water from 24 to 41 °C. The pH critical point was determined by swelling the films in buffer solutions of pH ranging from 2 to 11 that were prepared using appropriate volumes of citric acid (0.05 M), boric acid (0.2 M) and trisodium phosphate dodecahydrate (0.1 M).
Results and Discussion
Gamma radiation is a form of ionizing radiation that is able to generate radical species by extracting electrons from the molecules by means of its high energy. The polymerization reaction to graft the binary-copolymer via the direct γ-ray radiation method is shown in Scheme 1. First, γ-rays generate free radicals on the monomers (NVIM and NVCL) and SR; the radicals generated on the SR initiate the grafting process by reacting with the vinyl substituent of the monomers. Activation of NVIM and NVCL results in the formation of growing random copolymer chains that can react with the SR free radicals to form the binary graft copolymer. Figure 1 shows an efficient grafting of NVIM and NVCL onto SR. As the figure shows, the grafting percentage increases with increasing monomer concentration, reaching a maximum of 90% for a 60% monomer concentration. From the figure, it can also be gathered that a higher monomer concentration favors "the gel effect" and crosslinking, which results in a slower termination step due to the lack of mobility of the growing chains. It should be noted that at the working conditions the grafting process was not difficult to extract homopolymer from grafted SR up to 50 vol% of monomer concentration.
Scheme 1.
Grafting of SR-g-(NVCL-co-NVIM) by means of gamma radiation. The effect of the irradiation dose on the grafting yield was examined by performing graft polymerizations at three different monomer concentrations (Figure 2 ), the number of latent initiating sites is expected to increase with increasing radiation dose, although not necessarily in a proportional manner. It was found that a directly proportional relationship between dose and grafting yield exits for this system. This is because the greater the exposure to gamma radiation, more active sites will be generated because there will be more free radicals in the reaction medium. Using a 50 kGy dose, the grafting percentage was of 50%, 58%, and 75% for a 50% monomer (NVCL/NVIM 1/1, vol%), 50% monomer (NVCL/NVIM 7/3, vol%), and 100% monomer (NVCL/NVIM 1/1, vol%) concentration, respectively. and different monomer concentration: 50% monomer in toluene (NVCL/NVIM 1/1, vol%) (); 50% monomer in toluene (NVCL/NVIM 7/3, vol%) (); and 100% monomer (NVCL/NVIM 1/1, vol%) ().
The swelling behavior of SR-g-(NVIM-co-NVCL) as a function of time was studied between 15 and 350 min (Figure 3 ). Grafted SR films were immersed in water at 25 °C and the swelling percentage was calculated using gravimetry. The water uptake was high during the first 60 min, but leveled off regardless of the particular system, clearly indicating that equilibrium was reached at around 150 min. It was also observed that swelling increases with higher grafting percentages, which in turn depend on monomer concentration and radiation dose. SR-g-(NVIM-co-NVCL) showed 8%, 45%, and 170% swelling for a 29%, 75%, and 106% graft, respectively. Regarding the swelling degree of the SR-g-(NVIM-co-NVCL), the incorporation of poly(NVIM-co-NVCL) caused the swelling percentage to increase twofold, because of the high capacity of poly(NVIM-co-NVCL) to absorb water. Figure 3 shows essential contribution of the grafted poly(NVIM-co-NVCL) concentration in the swelling increase, and the equilibrium swelling was reached in less than 150 min for all samples. FT-IR spectra of SR and graft copolymer SR-g-VIM, SR-g-NVCL, and SR-g-(NVCL-co-NVIM) at different grafting yields are shown in Figure 4 . The spectrum of pristine SR film showed a band at 1005 cm , which corresponded to C-H groups. On the other hand, SR-g-VIM showed a peak at 3105 cm The thermal behavior of SR and SR-(NCVL-co-NVIM) ( Figure 5 ) was characterized by thermogravimetic analysis in a nitrogen atmosphere using a temperature range from 25 to 800 °C and a heat ramp of 10 °C min .The SR sample showed one change due to the polymer decomposition. The 10% weight-loss temperature of SR, SR-g-NVCL 29% graft, SR-g-NVIM 106% graft and SR-g-(NVCL-co-NVIM) 75% graft was found at 501 °C, 411 °C, 403 °C, and 397 °C, respectively, with the decomposition temperature of poly(NVCL-co-NVIM) occurring at 237 °C; the TGA data for grafted SR are similar, with a difference of only 14 °C with thermal stability close to 400 °C. The ability to simultaneously respond to both temperature and pH offers an additional control over the graft copolymer phase behavior. In this regard, a highly diverse set of smart materials can be prepared with the purpose of mimicking the behavior of responsive macromolecules found in nature. Indeed, there is a growing interest in obtaining smart copolymer onto SR films whose aqueous solution swelling properties can abruptly and reversibly change in response to simultaneous pH and temperature changes in the physiological range. Figure 6 shows the DSC thermographs of SR-g-(NVCL-co-NVIM) SR and poly(NVCL-co-NVIM), where it is observed that the glass transition temperature (Tg) of SR-g-(NVCL-co-NVIM) was found at 155 °C, that of poly(NVCL-co-NVIM) at 150 °C, and the Tg for SR-g-NVIM was at 161 °C; no transitions were observed for SR and SR-g-NVCL. These results confirm that PNVIM and PNVCL are grafted onto SR films being thermally stable at around 150 °C. Binary thermo and pH responsive biomaterial showed the typical temperature-dependent swelling for thermosensitive grafted compositions with drastic swelling decrease at 39 °C, due to the LCST of PNVCL; the LCST of SR film-grafted with NVCL/NVIM was determined under different temperatures, as shown in Figure 7 . The grafted film exhibited temperature sensitivity, and the transparency of the copolymer decreased with the increase of temperature, as was observed when the temperature was raised to 40 °C and the grafted film suddenly became opaque. This is due to the hydrophobic interactions between PNVCL groups above the LCST. Figure 8 exhibits the DSC thermograms of the grafted NVCL and NVIM onto SR, which was swelled in distilled water. The onset point of the endothermal peak, determined by the intersecting point of two tangent lines from the baseline and slope of the endothermal peak, was used to determine LCST. SR-g-(NVCL-co-NVIM) shows a LCST at 33.6 °C. Figure 9 shows the film's equilibrium swelling behavior as a function of pH (from 2 to 12) at 25 °C. As can be seen, the critical pH point is reached at 8.5. Films were compact at pH values greater than 10, and at lower pH values a maximum swelling value was reached. Although the pH-dependent swelling equilibrium of different compositions of PNVCL and PNVIM grafted onto SR presented the same critical pH point (8.5) , with an exception for the 24% graft, which showed a critical pH value of 8, the water uptake varied for different grafting degrees, ranging from 50% to 59%. The swelling percent for of SR-g-(NVCL-co-NVIM) changed dramatically around 8 which is close to the pKa value of the imidazole group. At pH below 7, the tertiary amine present in the ring imidazole behaves as a weak base and therefore it becomes protoned. On the other hand, when pH is increased above 7, amine moieties become neutral, diminishing its capacity to interact with water molecules. 
Conclusions
A stimuli-responsive system has been synthesized as grafted SR. However, stimuli responsive systems still remain the subject of vigorous research, which is expected to result in valuable new applications in the near future. The development of devices based upon dual stimuli-sensitive polymers calls for a fine-tuning of their properties. The materials have to respond to the external stimuli in a way that precisely fits the needs of the applications. In order to achieve this, a better understanding of the relationship between the polymer properties and the structure of the grafted smart polymers onto SR is necessary. Graft copolymers controlled by gamma irradiation enable the control of both structure and functionality of polymers and have been shown as a powerful technique to obtain stimuli-sensitive polymers. A new thermo and pH responsive graft copolymer of NVCL and NVIM onto SR was prepared by a one-step method using the direct irradiation method. The grafting efficiency increased with increasing monomer concentration and irradiation dose. The modified films demonstrated large wettability changes to temperature and pH, with an LCST for different grafted degrees at around 36.3 ± 2.7 °C and a critical pH point between 8.0 and 8.5. Swelling history influences the swelling measurements of all the films. The FTIR-ATR was used to confirm that SR had been grafted to form the binary system. Thermal characterization shows that the thermal stability of the graft as expected.
